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ffifE# 2 0 0 0-3 0 3 7 9 31 



4$ -qz. 11-1 15 7 



[Sgf8©£f&0 #y r/i/^i'^y =i-/i/*g-&y #v-a 

> y y n - /l/flp# 5: tUfc^ft £ ^ x - -f Sr^VL/T fg-& Ufe'^V-^ 

j; »;#e>ns y jHv-/*t?s>*> jcffi*©u jKv-a- 

^^s] $ KftllSlcMlt i 5-3 o=e/u% 

[»#*7] .iK'Jxfi/^^'Ja-*©*?** 2 ' 00 0-7, OOO^b 

h 5 x& 6 icga^tf) u # v-i*. 

5 Xtt 6 ICfS^© U jKV - a. 

©y >j<y-A 0 
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#5p 11 — 115737 




[0 0 0 1] 
[0 0 0 2] 

mmn a l tc^m^ y # y - a ©^£&&#ffc# < fg£ 2 v ^ & aonno 

et al., Cancer Tes. , 47 , 4471, 1987;*f#HgBg58-134032-i§^|g). SblC, U 

y-i*<z>rafli5L t-fcfrt3£fA4&>©«ai^> yjKy-2*©»*fcfttfiHi**#w*e 

-rS^S^H^S^TVNS (#^¥1-249717-^^. #^2-149512-Sf<k$8, Kl 
ibanovet, A.L. et al., FEBS Lett., 268, 235, 1990) „ 
[0 0 0 3] 

#gg¥4-346918-©^iC^ 'J ^V-A»Tl/-f 5 FS£, 

#>^©^^--;i/S5:^bT^-r-&^eM J 5:y t 3Ky r;i/^p i/>^y r3-;i/gp#& 
z:©yiKy-Att, y jKy-A^®©^^^ ^ fsic^ut, ift 

fticjjgiir L/ fcf- JVM HiRVT )\>* U>^'J3- S^tf-ffc^KHg-^ b 

fc<fce>fcffrm mis*if©«rt*T©*4#»»*ya*««fliiWstiTfey, sir 

[0004] 

;wc*fLT0. i%=e)ifrt> 2 o%^;i/©^*-Mt£i#£Sf5£i^ 

it^m. »*L,<tt2«»«± : s:in^.m*«^jKy r/u*u>yy n-)vmm 
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ffiffi# 2000-303793 



1 1 - 1 1 5 7 3^ 

Ud<y-A5:#sri:^IB^$tiTV>S (0 0 16M) „ mMWK&fc 
ttiC|S«Stlfey^V-^©*i3&*^^ ^BISl 0 0mglC*fbT5#i=e/l/ 
^^-^^ijx^-l/^^Un-^IS^&^mb^ (£BlfllC*fLT3. 1 

[0 0 0 5] 

[0 0 0 6] 
[0 0 0 7] 

ic^fbT i 5-3 o^^%"es>s_hiay d<y-A ; tMfc^»#y#v-*®*ifi 
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1 



ooo~7, ooo^hx #£b<&^5, o o o**;i/h>T*&5±fau 

a^rnMSt^ #*L<e:GAH«t#-e&*-iiiBU3j<v-i*;&^ mmmrn^ 

is- tL L < fcfc F * v ;i/ ^ > > x & ^ <Z>&#i* A £ 4x fc_tfB U aK V - A s^s 

o 

[0 0 0 8] 

PC) , ^'J^h-f^7^7rf^3'J> (DMPC) , wrn>f^ 

7*^77f^3'J> (DSPC) , ^Ut>f;V7*X77f P)VnV> ( 
DOPC) , ^'JXh>f/b7*^77f^Xf>'-/l'75> (DMPE) , 

^tji/^b>f^7tX77fi/>i^>'-^7^> (DPPE) „ y*i/;4->r;i/ 

7*X77f^>X^;-;i/75> (DOPE) , i;/^M^7*^77f 

vym (dp pa) > if^jvs. w ;i/7#77f y^ytn--n/ (dppg) 
BIS, *y*n*S**©IMMk BBUrflfe- Bttm^mfl'^^w^* 

n»7A(dialkyl dimethylammnonium amphiphi les) N /}> U U -fe n — )\>Y fr^r )\s 
;r: _^ ;l/ jj^y a-^j/x.^- i/yyfrjf-jVX.-'r (Liposome Technology, 2nd 
edition, vol.1, 141, 1993) , mM^i/K, y/l/*/l/*^/l/*7l/* S 
F, y/l/^^a-^O-^x*^/!/, *;y/l/3f7I/jtfy*-*S/x^l/:/x--- 5^1/ 
S?T/l/^-/I/^U yjtn-^/l-f^ (Liposome Techno logy, 2nd edition, 
vol.1, 141, 1993) , jK'J^i/Xfl/>-^'JW©iIltt7*D^^l 
.^ft^ (#^¥6-508831^-^) &££#tf5;ii:#T-££#. ;r*l,*> IC|&5£3 

£#T*£, 3e>fc3l/X^n-/l/*©#ffitt«*t, DC-chol (3/3-[N-(N' 
, N' -d i methy 1 am inoe thy 1) carbamoyl] cholesterol) ^©=3 l^-rU -JVMBftt. 
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#5£ 11 — 1157 3 i 
[0 0 0 9] 

tc*f-r&^i/-f s Ftt0i«<z>#j£-i*> ms, &jo. 5~i o=e/i/%t?&*. 

[0 0 10] 

-;i/7^> (pe) ©7^ y«t©^{c«fc»;#e>tiSo ivK^FMft^ 

J:<, 09x.«, N- (e-7l/>f$K*7*D>f;i/^i/) **$/>>f^F, N- 

•9-* t/y<4 ^ ^;i/4 - (p-7i/>fn*7x-W zf^v-v. n— 9-#s/>-f 

5. S/;i/4 - (p-yHU*7i-^ :/ n bi^-^— K N - (r-7l/>f$ K 

^ h>f;V7*7v77f^X^ ) -;VT^ > (DPPE) „ V U * h >f * 
X77f^X^;-;i/7^> (DM P E ) , 

# y -;i/T ^ > (dope) ^©^^^^t^^^^i^ J -;vr^ > 

[0 0 11] 

JRMf$fcy#V-A£bTW:, 7*X77f ^'J^l^C^l/t 

, 3l/7,fD-^$:0. 3~im #£b<tt0. 4 — 0. 7W§ 
Kft7*^77fyM*;-^7$>fc0. 01 — 0. 2^;!/, 0* b<ito 
0 2-0. l*E/b, $P>lC^*b<tt0. 0 2-0. 0 5=E;i/£-£tffliM*&$ 

fc&J8v*<5£i:#T?£* :7*x7T^>&£;&n;3-£>^-£ic«:o. 4^;i/JSTF. 
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11 — 115737 



[0 0 12] 

■rntaffl^riBT?**- ##ie©y#y-A©^*fc4#ciR£2*vr^ v^ 

ft!*., »«»jB»S:iDiLT^^*V^9^9ysKy-A (MLV) 

vUjkv-a (suv) (y#y-^> «»*kh 

HP,, WfiCm, 1998) , MLV^4|f-?L#$:^i-S^>y^>*^inmiC<I;yi¥ 

(LUV) O^ftlTfeoTti £ V* (Liposome Technology 2nd edition vol.1, 
141, 1993) . yjtfV-AOftStt. Mxtf, 3 0 0nmJ^T> #*U<tt3 0 
frp> 2 0 0 nm@^"C*>-& 0 
[0 0 1 3] 

y-f^^y. i/x-??*y* s-7j\,*uy^yjv (5-fu) ^©mffi^ffl 
nam**; us/>a, wj7H*j/x TNF«sif©&a»tt««tJs* 

- ic £f A«ItB * \t d *i & ic 18 $ *i €> Z. £ it v * . 
[0 0 14] 

^m^ysKy-Ajc^fA-rsB^ii^Ttt, ma^sn 
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ffilE^ 2000-303793 



1—115 7 3^ 
%f*--l*m(D4 *-W9m& ; H- h\ # Ky ^/^©Jt^SJ ; 
- -tfSE©»3R ; a - n bf 9 Afpgttfc if ;N-^W^Ji?-? Mi 

[0 0 15] 

J»bTy#y-Art»K:iJAbT%J:<, ysKV-AJgJfclk ^S/^/H* 

ftpTtB&lfiM&ysKV-ixl^aPtCBtya***^ (Cancer Res., 49, 5922, 1 
989; BBA, 455, 269, 1976) fcif &mv>£ £ fc^SS*. 
[0 0 16] 

#38 is © y # v - a ws«© ij7Mi/>^'J3- ^3P# * ^ tf ft-&#n? 

^ttf, 3i<yx^i/>yy 3-/1/ (peg) , d<y :7 a tr v>*"y n-/i/fcif&/B 
v^£i:#-e**#. jKyai^i/^^y n-;i/t:«v**~fc#*F*b^. jtfyx 

^i/>^y a -/1/&JBV ^i^2, ooo~7, ooo*Oi/h> 

^i; b < 5 , o o o#/i/r*>fi«a> : fc©&JBvxsifc#*e£* 

o 

[0 0 17] 

#31 iB © y # v - a ±i b>k /i/as# & trtt£-*# y # 

t^5««, as, 3j<yr;i/^ i/>^y 3-/i/&*tMfc-&4&c^:r--/i'a£fc*Ab 
n,*\/>?v 3-;i/^$^'j)J<v-A?:Ilt53i:*^S5. sKy r/i/ 

y T^>»c|g'&bfcfl:#«, afetSh'Jr^?? y&fcific^yfigisn 
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[0 0 1 8] 

**** ;SE /^b*s/3Ky**s/x^i/>T^>K:sPDP-cify2;^ 

5#&&£&5filffi"r<& S&K^ttWJCtt, 2,4-lf* (sK^x^l/ 

>yj3-;i/)-6^nn-s-b'J7^ (gitftPEG2 (^ft^X3l**^tt 
ii) ) feS/X^>4:KJSa*. a 6Cl7filt J/^f >f >«^ISttft P E G 2 I 

[001 9 ] 

, jff*U<H:15~3 0=E^i«-e«)y, ^Bi«Kl*fOTO. 2 8-0. 9 0 

#£b<&0. 28-0. 5 6=E;i/°«t*fe^ DPPC&ffiV* 

Zm&Zlt, DPPClC*fbTO. 44-1. 4 5^%1«. *?£b<teO. 

4 4 — o. sg^iStss. 

[0 0 2 0] 

*»w©y3Ky-At«eR"e««fsnTv^-c*»J:v^ m&mnvTit. mz-ii 
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ffilE*i$2 000-30379S 



SftSfL 11 — 115 7 



urii, te**Nfcfcfc&«*. mm. mm. 

J:y0*UV\, tflftilLXlt. 4#IB¥5-304987#^«»C|a*Snfet:b i E>^O 
-^-^/«* (GAH«#) ft#«KlJBV**Zfc#T?fc, _hlB^#©M7 
jCA#»Kl3Sa*ife*«feK:ttoT, GAH«C#T?IM»bfey*y-^fe»3S"r* 

ic <fc c«n fe y # y - a «»f sitms. 

[0 0 2 1] 

ScMfSS-frsr^ic^oT, yjKy-A&saK^#Mrrs£fc#-«*. 
a««v^n-^^s/>>f 5s?/u-«-(2-tru sj/i/J^*) ^ntf*-h (spdp 

) (Carlsson, J., et al., Biochem. J., 173 , 723, 1978) ^J^J^X^y 

^^^b7^M5f-h (Traut, R.R., et al., Biochemistry, 12, 3 
266, 1973) «scDft-&i»€:Rffi:S***«K:*y«* , 5-fc^**- 

S o 

[0 0 2 2] 

ymi/>f b-^fTfljfibTff &n*F a b ' C3«C45^*--/U3l«:y#V 
-i*i:<D*g-&StSt-5pJ«^*-fc*«^^* (Martin, F.J., et al., Biochemist 
ry, 20, 4229, 1981) . I gM0«^K:H ^9-e>©*j& (J. Biol. Chem. , 
257, 286, 1965) lC*flD, JHtf&fe&fr-e J*fc*7cbT»e>*i* I gM s © F c 

Eta*lfeGAH«#fe«V^»^Ctt, F (ab ') 2 fc«V** Z 
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^tKDffi&lZ. (pH6. 5~7. 5) c^T* 2 - 1 6 B#|^KJ&£ii: 

[0 0 2 3] 

-MttfLftZ^uj s KffcflgRi ^;wc*j-bT, o. 1 ; e;i/%^e> 2 o^;i/%jg 

^&50^% ^L<ttl5~30^1/% (^HieiC^fLT 0. 28 — 0. 
9 0^%, ^KttO. 2 8 — 0. 56^;i/%. DP P C £J8v>£^-£lcfci: 
, DPPCttbTO. 4 4 — 1. 45=Ejl%, #i;L<ttO. 44 — 0. 89 

[0024] 

ffi^fcttt £ i> y v - A £ ti £ o _hlS© U jK V - A tt, 

^»©*& MAH HBtKM (#^¥2-502348^^) , £^fl:&I£in;3-»L3fl£ 

LTJ§V^#S£ (#g§BB64-9331-i-^^) . 3ft»$R«& (#^Hg64-9931#^#) 

Omg/kggilT, jfiU<(ilOmg/kggT, <fc *J b < 5 m g / k 
g JSTFT-ffi V > 3 Z. H tfi V £ 2> . 
[0 0 2 5] 



2 0 0 0-3 0 



4f ¥ 11-115 7 3£ 

mMW ^ ISS 2 *i 6 z: i: & 

###11 

h^f;i/7*^7 7f^l/3'J > (DP PC) /ZH/^^D-;1// e -V 
W ^ K#:7n>f /l/SWI/^ h>f^7*777f^ii;-^T5> (MC- 

dppe) (I8/10/0. s^Wt) $r^an^;i/Aic#^b, n-#y- 

|f$(pH4. 0) fcflnx., 6 OXZX'taUhX^J^V ^ W-X~MWi$L 
-fbbTv;^^^^i;j}<y-A (MLV) £Sg^Lfc 0 r©MLV5:>f^^b-) 

(Hftijy >J<y-Mt§g) £JS^T0. 2 n m* V l/tf/KT * 
tfO. 1 tim&Z? u*#T*>'7l'>ZM?k&i&2 J £X&n^* 
^^ i; ^ y _^ (LUV) £#fc 0 UJKV-A**ffi&lN©*Bfcft-*-MJ 
*»*n?#fnU 6 0TC(CWboo20mg/mlffl7K'J7-7>f>» (AD 
M) 7K?£?££B!^1 0 0 mglC*fbT 1 OmgOSI^-e^iDbfeo 9 5%&s±(D 

[0 0 2 6] 

###9 2 

#H^5-3 04 9 8 7>^#lCfa«©GAHm^ ( W^RJ&S^ * D — rfr 
JjvflO lC>f ^ y^^-^^Sr^^-frt, ^tf-/l/2£&^*lft#&Bioche«istry 
, 12 , 3206, ia73IC^©#ttT?ll»Lfc. 2, 4- If* (# U ^ 1/>^U 

1 fc^CUT^bfciUJKV-AlCJifiH^^^-Mbm^il^^-MbPEG 

&JiS#C;5fS£i£T, ffiftt. P E G ^bfe U jKV- ^^tfc 
[0 0 2 7] 

$11 : #sgf9!(z> y /Kv-Ao^jt 
(i) y - j±<Dmm&.&MV9a>MA 



mSE#2 000-303793 



ijf 5p 1 1 — 115737 




y> (DPPC) /ni/7fn-^/£-v 



l/>f ^ F^J^P-f^^^^- h>f^7*^77f^/H* ^ -^75 > (MC- 
DPPE) (18/10/0. 5=t;i/Jt) ^^^SBIK^^ ( 1. 6g)lC0 
3M^X>iilt (pH4. 0) 1 6mLl:ttU 7fcftL£:^> Mfl^^ 

felCffffibSsCfcyO. UmCl8bfc. Z<D"J#y-AI«ClMNaOH 

XR) zK?§?££BhM 10 0 m g&fc *J 0 . 5mLiiDbtlifAbt. 
[0 0 2 8] 

lmMEDTA^tf50mM'J>iifI(pH7. 5) JC*»bfcGAHfiii 
# (^4-3 4 6 9 1 8^$L 4#BB¥5-3 04 9 8 7#^*JcaB*©% 
3mg/mL, 14. 4mL) IC 3 m g/mL©^ ^ J **^>t£ 9 2 . 4 

i®b> ifl^lmMEDTAmO. lM'J>S«f* (pH6. 0) Kl£ 
ilbfc^ F*V^»lmg»feyO. 2 1mg0ft-M» (1- 7 
mg/mL) fcffl*T2 5tJ-eil$ra£lS3i^ U ^V-^Kl«i#«:^S*fe 

o 

[0 0 2 9] 

(3)jKUxf Mfc&tf y # v - ^ 

^4-3 4 6 9 1 8f»»*oT, S/*^> V>T^-;Wt P 
EG(2 *iI, 30mg/mL ( P E G#«2 0 0 0 © 2*«W (P E G 2 
0 0 0) XttPEG^i5 0 0 0©2*iS (PEG5 0 00) ) £§g^U 
±E©5MlmL*.tyO. 18mL«bt, 1 0 TCefc^JS&frfco 

**A;y#V-Afef|s*bfc. PEG#8^>fA;y«y-Att, PEG ^ 
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S$3f- 11-115 7 

[0 0 3 0] 

(4) ^PEGi©SI 

41* J U^y-AKl»^bfePEG*ttHPLC»K:J:y»3ebfc- «««2% 

SD S^ii: tt>fA;U /KV-A?§?££ 6 OX;-? 3 0^2«b, y sKV-A 
&^JC«r*-ffcbfc. (*V-«5a£rtfc», 2 0 0 0 SWXL) £ 

MV>, PH7. 5ffliiiI(2 5mMNaH 2 P0 4 , 0. 1%SDS, 70%* 
# j 7f»IbTPEGfe^tU 2 15 nmt^fBlTl'Jrffi^^t 

(5) DXR£I 

t>^5 0MLS5 0%^n^;-A//0. 5Ma»9 5 0 LtCtSiDU 5 

o o n m 
[0 0 3 1] 

PEGlfflSifcHWCbT, GPCA7A <*V-«5S;4rtB(L 3 000SW 
XL) £MW pH7. Offiif* (2 5mMN aH 2 P0 4 , 2 0 0mMNa 2 
S 0 4 , 0. 1%SDS) t«lTK^iU ^lf-^©2 8 0 nmt 

(7)BMK* 

(DPPC^ni/^fn-^Hi) &HPLC^:<); ( J£*bfc. l — 
^AODS 4. 6 mmx 2 5 0 mmlCil^U rb^tK 

D77 > (THF) (2:1:1, V/V/V, 0. 1% 

hU7MD»i) 2 15nmt^li}5:^K DPPCtCfl^t 

if > U ^ V - Aif > y ;i/ 1 ^ b T JiSB^it^ 9 ^ 5: ADX. T MIS b 

fee 

[0 0 3 2] 

#32 : *»qa©ysKy-A©<frrtttffli 

DPPCl€Mcttt0^1^%, vH ^ FftBgjRl^^/Kl^ 



miE# 2 0 0 0-3 



11-115737 

IT 0 ~|5l4 O €Mo© P E G ^^A Ifc 'J !KV - A (DXRtfA. 
„ P EG 2 0 0 0 XitP E G 5 0 0 0) *MWi\->tz.o 
[0 0 3 3] 





DXRil^ 


PEGI* 


PEG*** 


PEGS*** 




(mg/ml) 








1 


1.14 


0.083(PEG5000) 


0.13 


4.61 


2 


1.17 


0.22 (PEG5000) 


0.34 


12.2 


3 


1.27 


0.40 (PEG5000) 


0.63 


22.2 


4 


1.32 


0.48 (PEG5000) 


0.75 


26.7 


5 


1.16 


0.096(PEG2000) 


0.15 


5.33 


6 


1.08 


0.30 (PEG2000) 


0.47 


16.7 


7 


1.47 


0.60 (PEG2000) 


0.94 


33.3 


8 


1.55 


0.70 (PEG2000) 


1.09 


38.9 


9 


3.49 









** DPPCl^Clttit^X 



[0 0 3 4] 

BALB/cAjcl*tt7^ (ea») &^»Jc«fflUfe- #U3Kv-ak: 
oV>T1^4Ei:U zf^yi? £ 1 ES£^!ifclC<&b;fc 0 DXR 

[0 0 3 5] 

jfiURl 0 0 /»LCO. 3Mfil-5 0%X^7-;i/ (Mx^;-^) lmL£ 

in*., eottio^wuxDXR&iaiu 4°ClZlt$WLT 1 5 0 0 0 r 

pmT'l O^ISia^^TJ:»«:»«tbfc- y -/l/T?4 

5KU> &jg»£4 9 0 nm, f«fi5 9 Onm©S3!6«bfc. y 
-^/Tf#3WLfc«E^I«ff<Z>DXR€:ffiV^Ttft*»S:^»U «*©DXRiS 
fcfc, v?*jfoSlfre>©DXRiaJK*Btt. DXR&B3. 75/tg/m 
L~3 0 ft g/mLCDggHKfcV^ 9 5-9 8 % T* & o £ (##*^ : Cancer R 



ffifE# 2000-303793 



/jf 5£ 11-1157 3 



es., 47, 4471, 1989) . 
[0 0 3 6] 

^ o ,jzKy-i,©JfilWff©^t&5M*DXRj|Slt PEG5 0 0 0 
P E G 2 0 0 0 ii^Klv U AlC&r&LfcP E GSlC#c#bTJf*tr3-£ 

[0 0 3 7] 

«l©*ttlC«oT, U3KV-^I^btO~0. 6*E/l/%, DPPCC 
#bT0~^l^%, VW^ KftDPPEC»lT0HSl3 0*E/l/%©PE 
Gft»AUfey*V-A (DXRltA, ttfl*^ PEG5 000«^) SrtStg 



[0 0 3 8] 
1*2] 





DXRlg 
<mg/100mgB&l 


1) (mg/100mgJJ£f 


PEG 
C) S* 


PEG 
*** 


PEG 


1 


10.2 


1.5 


0 


0 


0 


2 


10.4 


1.6 


0.06 


0.10 


3 


3 


10.3 


1.6 


0.10 


0.16 


5 


4 


10.3 


1.6 


0.15 


0.24 


8 


5 


11.1 


1.6 


0.28 


0.44 


15 


6 


10.5 


1.6 


0.30 


0.48 


16 


7 


10.2 


1.6 


0.36 


0.56 


19 


8 


11.0 


1.8 


0.48 


0.76 


26 


9 


10.8 


1.3 


0.52 


0.82 


28 


10 


10.8 


1.7 


0.61 


0.97 


33 



** dppc i 

***^U-f ^ K-fbD P PE l"E)Vlzn-f^>^^% 
[0 0 3 9] 



ffiSE^ 2 0 0 0-3 
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DPPClzMLXmo. 5=E/l/%, 7l/>f$KftDPPEK:*fLT»17^ 

i* AS tlt=. D X R IC & %©T'& 5 £ *l£ . 

[0 0 4 0] 



[01] UjKV-A (DXRUA, «t#*«g^) KUe^Lfe3KUai^l/>^y 
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